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NON-CCfelF*''^^ AMENDMENT 



U.S.S.N 
Filed: 

RESPONlSE 



IN THE SPECIFICATION 

] >lease replace the title as filed with: 
'Population of Undifferentiated Neuroendocrine Cells". 

Please 1, please substitute the paragraph inserted in the Preliminary Amendment at page 
1 . line -! with the following paragraph: 

This appUcation is a continuation of U.S.S.N. 09/658.912 filed on September 1 1. 2000, 
is a continuation of U.S.S.N. 09/200.033 filed on November 25, 1998. 
Please delete Figures 2-5. 
Page 1 1, please delete lines 15-25, as follows: 
I HO. 2 is aphotoEmpli of apotm&ablo, polimeric otypor»^ 



which 



line 16, 
[0146] 



fibeis 



i - of ar« 



nC. 2 13 n p h ot o c rn r^ ^° '^^'^ atrutturc of FIG. 3 haa bew^ 

iiod oubcutaneoxi^i l y- 

nO. \ U u pbotocFtiph u f d i u ougpoTT nt T iu iL iuL of no. 2 nft r- i il ku Dccn injcet^i ^ ^.nth r . 



c dl .u mp u i .ii i i.1.. nnnninln c r u i uUc ul L o ll a m t\ Tub ^ uquondy rom n t.ed ftomthc mouse 



iibovwl in FIG. 3 



4^0. 5 is a photu fe iapb flho^ . ving tlu > LiAtoloar of the aupport atrucnire of FIG. 4. 



-Please replace the paragraphs relating to Figures 2 and 3 at page 41 , line 24 to page 42, 
, as follows (marked paragraph foUowed by clean version): 

Polyglycolic acid fibers. 14 microns in diameter, were entangled into a mesh in which the 
are space fiom one another by an average of 1 50-250 microns. The fiber mesh was then 



immersed in a 

450633 70vl 



1% solution of polylactic acid for about 10 seconds, when it became saturated. 
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The soli: tion, which has a viscosity similar to water, coated the fibeis and welded the fibers to 
one anoiher where the fibeis intersected one another. While the fiber mesh was still wet with the 
polylactic acid solution, it was compressed in the mold and allowed to dry for several minutes. 
Once th s solution evaporated and the polylactic acid dried, the fiber mesh retained the shape of 
the moll i. The proceduie took place at room temperature and produced a support stmcture in the 
shape oFthe distal femur with holes or pores approximately 200 microns m diameter. The femur 
itself WIS approximately 15 mm long and between 3-7 mm in diameter. FIG. 2 isaphotograpb^ 
the femur support otructt g e . 



[0147 



of^ 



[0146] tolyglycolic acid fibeis, 14 microns in diameter, were entangled into a mesh in which the 
fibers a re space ftom one another by an average of 1 50-250 microns. The fiber mesh was then 
iimnersed in a 1% solution of polylactic acid for about 10 seconds, when it became saturated. 
The 50 ution, which has a viscosity similar to water, coated the fibers and welded the fibers to 
one an >ther whei« the fibers intersected one another. While the fiber mesh was still wet with the 
polyla«:tic acid solution, it was compressed in the mold and allowed to dry for several minutes. 
Once 1 tie solution evaporated and the polylactic acid dried, the fiber mesh retained the shape of 
the mc Id. The procedure took place at room temperature and produced a support structure in the 
shape af the distal femur with holes or pores approximately 200 microns in diameter. The femur 
itself ]vas approximately 1 5 mm long and between 3-7 mm in diameter. 

The support structure was then implanted subcutaneously onto the back of a nude mouse, 
-shews a photograph of the nude mouse after the support structure was implantedt^^ 



pfeete^ clearly shows the definition of the femur-shaped support stmcture tiirough the skm 



mouse. A hydiogel-cell composition containing periosteal cells was then injected into the 

3 



structural support 
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[0147] Ihe support structure was then implanted subcutaneously onto the back of a nude mouse. 
A photo jraph of the nude mouse after the support structure was implanted clearly shows the 
definiticn of the femur-shaped support structure through the skin of the mouse. A hydrogel-cell 
composition containing periosteal cells was then injected into the structural support. 

Please replace the paragraph at page 43, lines 9-22, to delete the reference to Figures 4 
and 5 as follows (marked paragraph followed by clean version): 

[0150] S weeks, the mouse was sacrificed and the femur-shaped support structure was 
removed for examination. M- shown in the photograph in FIG. " i^ new tissue engrafted to the 
support structure. Histological examination of the support structure , as shown i33 4 ho photograph 
ii>FIG. h indicated new tissue growth and vascularization as indicated by the appearance of a 



Haversian system in the new bone. In particular, HG. 5 histology shows a portion of the new 
tissue ii I which bone cells (sho^vn in light) surround a blood vessel (shown in d ads) at the center 
of the p tiotograph. Additional bone cells filled the entire support structur e. Tho photograph was 
taken 3i \ observed through a 20x microscope objective and tho photograph coirospond inanayea 



corresnonding to a 640 micron by 950 micron cross-sectional area. 



area. 
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[0150] ^fter 8 weeks, the mouse was sacrificed and tibie femur-shaped support structure was 
removed for examination. New tissue engrafted to the support structure. Histological 
examiration of the support structure indicated new tissue growth and vascularization as indicated 
by the Jippearance of a Haversian system in the new bone. In particular, histology shows a 
portion of the new tissue in which bone cells surround a blood vessel at the center of the 
photog raph. Additional bone cells filled the enthe support structure as observed through a 20x 
micros ;ope objective in an area corresponding to a 640 micron by 950 micron cross-sectional 
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